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(54) y:r.:=.)V7.)V^>7^\^mm» 

(57) [^iS?^] 

^(i)-e^$tt5:7:,.z^/v;5^/>/^:>'r^ Kfl 

(^^. RMiH. r/V-^^/W; R^fiCO 
OR^ CONHOR^;XJl. O. S. NR^^;Y«[. 
CH, N ; R^fi, .T/V:^/K T/V=3^->. OH. 
COOH. T/U=3:arv-;3?7/i.7j^-/K NR^'R^. CONR 
^R«^ ; ; R^ R^°ti. (®Jfe)r/^^ 

/K COR^\ (®SI)SIH^^ ; R'^riH. (Slft)r/u^ 

/WT/^3^i/;57/v-2K:=:y^') « 



O R 



10 



(1) 



y^^-r—^^mmi.. v=i.^^^. -wmmi^. m&^-w^ 



-1- 




^^i^u. R^tt (1) Tk^m^. (2) ci'-sr/V' 

^v'V^. (3) :7ain/V^, ^fcf^ (4) y=r:=l/Vm. 

-ocoK^m (m^. R^fic i~4r/^^/^^^^^^ 

^^t>'to ) <7)v^T:h'^^'eegi$ttfcc l'-4r/^'=^/I^ 
S^^i>L> R^fiTK^H^. C l—8T/V^r/VS. 

(R^'') (s^> R^^iiTfc^M^. ci-'4r/^^ 

/VS. y =ti :^/UM'^WL^ $ ixfc C 1 4 TA-^/l^Ms C 
^tLfcC l-'4r/V3^v':5&/V2j^^>'L-S^^fc>i-o ) ^ 
^i^^. C 1 4 r/v^/^S. C 1 4 TyV3 ^->S. 

-NR^'R^^ m^p. R'^io^xiR^i'xmmtmcM 

^^mt>To ) ^fcJ^-CONR^R^S (Sl^. R^:J3 
J:t;fR««:Sffl5^:I^Cjt*^^*p-ro ) Sr^t>U nfi 
l-'4coM^^^^L. R^:feJ:t;5R^°{i^H^ix^:& 

br. (1) Ti^^m^^. (2) c 1 8 r /v-:^/w^ ifz 

Jl^-eg#^^t?orv^-rt>J;v\ ) . (3) -cor^^ 
s (S^, R'-'-nyKm^. c 1 8 r /v^/v-s. ci--' 

fcC l'-'4T/V=3=^v'S*fcJ±-NR^^R^^S (S4^. 
R^^*5J:UfR^®fl-tn-€^SrUT. tK^I^^. Cl^ 
ATjv^/vm. lfi*fcf;i2^o:7ni^/V' 

s-cMSi^Hfcc i-'4r/i-=^/vs^^ip-ro ) 
-To ) . (4) m.mm.m. (s) s^^s (fiuiB (4) 
<r>mMm'^itytmw, (s) <^a^]^fii;ei-b3^@oci 

<J:v\ ) > it1t.n. (6) TfB(i)-'(viii)/ii^e)^ff^iS 



(I) 



T>irooS-eil^$n/cC l—ST/v^./^S, (i) - 
CORK'S im^. R'M^mrfai:f^D^^$r^t> 
-To ) > (ii) C l-'4r/V=2^VS. (iiOzK^S. (i 
v) ^'y't:>;i^^^i^m. (v) ^T=^iy/m. (vi) -N 
R^^R^^S (^4^. R'^^Sit/R'^fi-^^Xi^^x^&^b 
T. TKigJ©^. C l-'4r/t'^/vm*fct^-COOR^^ 
S (S4». R^^fiC l'-4r/v#/wS*:fc«:^>'i^/V'g 

^^:b-ro ) ^mt>To ) . (vii) mmum. ^tzmw 
i i i) mm^m mu (vi i) c)^^^^ ymu (vi i i) <o 

^mm^ Xfi^h 3 m<^Cl-^ AT A^^;\^m. Cl— 4r 

(1) tK^I^^. (2) Cl-'4r/W:^/VS. (3) ^ 
HI ^/vST*g«l ^ ^fc C 1 ~ 4 T/^^/l^m. ( 4 ) CI 

~8r/V'=i:^V-;j{7/V'7Kc:^/VS. (5) ai^^^/V-^-CMIfe 

$tv:fe:C 1-- 4 T/W'=i /vsH^^/w-S. (6) 

-COOR^^S (g'^'. R^^t:i7K^m^. ci-'8r/v 
^/l-S^fc«:'<>-:^/V'S$r^t?-ro ) > -NR^'^R^'^S 

(m^. R^°ioJ:r/R^'Ji^tL^n3^^bT. tK^M-T- 

*fci:ic i-'4r/i-=^/v^^^t>i-o ) . mmm^i^xxj^ 

»^tL5ST-®#^^ttyhC 1 '-8r/i-^/vSSr^fc»-t-J?>\ 

{.x\f^i^mmm^^xxj^mmm'f't-m\ct£^x. mm 
m'f't: im-^^-r^ 5^7 m(ommmt:mt>'ro ) x^ 

[0 00 1] 

{.x^m-r^mmcm-r^o 

[0 0 0 2] $6tcPL<ri. (I) 

[{b2] 



o 
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[0 0 0 31 

m'M:i^=^^^'r—^ (mmp-d > ^jkm^^^-r— 

if (MMP-8) . tfA (MMP-2) . H 

ifB (MMP-9) . ;^ h n A^-<v^>'l (M 
MP-3) , ;^ hoA^-<>'>'2 (MMP-10) . 
hV^^iyl^ (MMP~7) ^d5^(fe>tt5o 

[0 0 0 4] ^n^^mmiz^mi.fz^stvx. 

(Ca^*) ^^^mtT^:it. (2) 
^ffi?y{c:?^v^ffi[^t^^#i--5r i:. (4) ±i^ff^\c^^ 

(5) *ilcO^:/t: tf^-T-^^m^y 
— ^-fVte:^- (TIMP) lCj:oTfi&t^;55[Jl^$tb 

[0 0 0 5] UMPCOm^nt.MMP(D^m:}SX.XJ^m\^ 

[0 0 0 6] -7 h y >yjJ^;^^i5'nr>^nx>f':^— 
=^9-^:^<ommj^75:m<omK (G 1 y - l 1 e - a 1 

a -G 1 y^ftliXG 1 y - L e u-A 1 a -G 1 y) 

tK =^'7V'r'—^tm\^^m^\±^^'r^:iti>^^htix 

-r—^mmmK ^#<^9F?^$i^TV^5 [inhibitors o 
f matrix metal loproteinases (MHP's), Nigel RA Beel 
ey, Phillip RJ Ansel 1, Andrew JP Docherty Curr. 
Opin. Ther. Patents. , 4. 7-16(1994), Current Drugs 
Ltd ISSN 0962-2594 « bd^U. wtLb<^^Mr 



[0007] ^xt^x EP606046 ^(Omm^i^ 
fi. -jK^ (X) 
lit 3] 

O R^^ CHa O 
HO^N » N— S-Ar^ ( X ) 

{^^^ (a) AT''}^mmm^^fc\'xmmm^Tv- 

mm^^fcni&mr/i-^/i-mxh^t^ ; (b) 
oxi, 2, 3, 4-7^h7fcKi3 — ry=^yy>^. 

-<y i^>'m^^?i^fiK ; A r ^i3<tt/R2^ti (a) T';t^ 
b^tS^^^UTV^Sd^ ; $>SV^{:i (c) R^^*5j:UfR 

mm^h \^<ni&mr/i^^/i-m{zx^m^^tix\^^^c 

-i/i5'n-^:3f-H^V^ ; ^UrAr^*5<J:U^R2^fi (a) 

-e^abfclc^^^i-'5o ) T•^^^^^r y-/v;^/v^ 

I 0 0 0 8 1 wo 9 5 3 5 2 7 6 ^-iDmmWia^. 
^ (Y) 
lit 4] 

xY-A^/YV^y (Y) 

i^^^ X^f^COOH^. CONHOH^ ; R^^f^3^ 

^*/cii:#^5c^o a -r ^ y mmm ; r^^j^z ^^q^w^ 

Z^^J:3:7K#11^. ry-/vS^ ; (i) Q^W^;&5- 
m\zf£^Xmf^^. (ii) Q^'fiom^^. SM^. W^(± 
0 1-20 T/U^aj^/^^^. (iii) Q^tii^Jg-^. W^ti 
09-20 ryW:3S^yl-^^. (iv) Q^tt^fe-^. w^rio 
i-sr/v-^/vs ; Y^riSOs^ ; z^fiftittce^^ 
nrvN-c t> j:v^r y — /i-s^fcifi-^T^nr y —/um^m 

-r ^mWf^v^ bT V ^ a C t d^Pi^ $ V ^ 

[0009] wo 9 6 2 7 5 8 3 -^COe^j^ffl^tCfi, —/IS: 
^ (G) 
[<b5] 
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HO— N— C- 
H 



O (?"2)n 
II I I 



(G) 



1 ''n 

- 6 ; X^'^^^mm. C 1 ' 



/U^ju^^ : Ar'^n (C 6 — 1 0 ) TV — /Vg. (C 

5^9) ^v"t3ry— yi^s. (ci'-e) t/v^/v (c 
6 — 10) ry— /v^. (C1--6) r/v=3^-> (ce 
— 10) ry— /v-^. ( (ci — 6) T/^=t^v') 
2 (c 6 — 1 0) r y— /i^^. (c 6 — 1 0) r y--yi- 

(C6 — 10) T y — /W^. (C5 — 9) ^T^n 

r y— /v:^-=3r-> (ce — io) tv—/i^m. (ci — 
6) r/v=^/w (C5 — 9) ^T'nry— yi^^. (ci — 
6) r/V=3:^-> (C5 — 9) ^y'urv-'/^M. ( (c 

1—6) T/U33df-i/) 2 (C5 — 9) -^7"T3Ty— 

(C6 — 10) ry— (C5 — 9) ^T^n 

ry— /VS. (C5— 9) ^-T^nr y— /v-:^^-:^ (cs 
-9) --7^c3ry-/v^^^t:>-ro ) x^^^^ti^it-^i^ 

V > 6 c ^ ^ lx"C V > So 

[ 0 0 1 0 1 — wo 9 3 1 5 0 4 7 -^(Omm^i^ 
(Z) 

[{b6] 



I 



<Z) 



A^tta) -Q^-X^g (Q^fi-O-. 

fcfiS^^) . b) -CNS. - 
NR^R^^S. -OR^m. -COR^m. -COgR^S 
(R^i3j:U^R^^{i^tt^tL^i:LT. Tk^I^^. CI 
— 1 8 T/V=^/VS. C 2 — 1 8 T/U^^^'/i^m^) ; J ^ 
HZ:^(7) C 1 — 8 (DTfVis ^^i^^ /VS, T/l-Jr >^-^>r /V 

>^i^^/v^. 5^:^:7 31 >'-:;?>f /VS. ^^r^^— /vv?>f /vS 

S. -c (=0) -S. -c (=s) -S. -s (= 
o) 2-^^^=:fi-P (=0) (oc 1 — 6r/v=^/v) 
-S {1t.it\.. yH^-s (=0) 2-St^^#^ Q^J* 

¥^^^^t>$/^V\ ) ; R^^fi/K^l^^^. C1-6T 
/V^/VS. C 2 — 6 r/V-Jr jiL/^S. C 2 — 6 T /V^n/V 
S. -CO (CI— 6T/V^/V) S. — CO2 (CI — 
6r/v^/v) ; R^^:fcJ:TJ^R^^H^n-^^xM5i:U 

Tk^m^. ci-er/v^/vs. ^ 

^T^y®HB!l«^ ; B^tta) Z^R^^S (Z^tt^J^ 



-g^. -C (=0) -m. -C (=0) O-S. -CH2 
O-mm. R®^li7Ki^Ji[^. C 1 — 1 8 r/V=^/VS. C 
2— 1 8r/V>^m/l/S, C 2— 1 8T/V^— /Vg^) . 
b) -CH2NR^^R'°^S^fcfl-CONR^^R^''^S 
(R^^i3J:t/R^*'^f^^tt^ttMi:Lr. 7K^11^> C 

1 — 1 8 r/V=3e/US. C 2 — 1 8T/V^::^/VS. C2 — 
1 ST/U^=-/umm) . c) E^S (E^ti^^m^. ®^ 
^J^^. ^«m^;6^b5§f:fn5--7^ p JSl^Sr 1 &.±^^ 
•^5 5. 6Mmm^) . ^fcrid) -CH2E^S. -C 
(=0) NHE^S^fcfi-C (=0) NHCH2-E^ 

[0011] 4#^^7-502742-^ (WO- 9 3 1 4 0 7 

2) e^jWSf-fi. -JS^ (W) 
Kb 71 



2* 



i^'P. w''mS:M\^ 1 &-b<?:)C 1 ' 



(W) 

'6T/V=¥/VS®J^I 

f^T-gSi^iLfc. t^y K-3-^/vs, -o'X^^ij^y' 
— /v-i — r/vs. ^^^^14, 5-c] fc^yv?:/- 
i->r/vSv >r^i5^>^ [4, 5-c] }^vi>t^-3-^ 

/vs. 'Y^i/V' [4, 5-c] t'^y ■^V'-S— T/VS ; 
Z*fia) C2— 1 2(?D2iffi(Dr/V;«7^v^-f /VS. T/V 

-^vi^-T/vS. T/vdeve^^/vS^. b) ftlcJCTK^ 

S. -o (CI — 6) r/v:^/^S. y^^V:ym^t=^h 

v/\^mii^hm^^titii&.±<Dmxm^^tirc- (ch 

2) (CH2) (qfiO — 3 ; U'«:-<Vif ^-i^ 

^/v, -0-, -S-. >^^>^^^^^/vs. en 

/vS^) ^ ; Q''ri;^7/V7j?::^/vS. ^;^:&/V/j?::i/v 
S. >^/V7}^^/vS^fc«:*^e^ ; R "''fiTK^m^^. 
tec 1 — 6T/V^/VS> -O (CI — 6) T/V:3e/VS. 

±OS-Cg»^nfcC 1 — 6r/V:^/VS. C2 — 6T/V 

<5r=./vs^ ; R^^i^^mm'f'. y^u^i^m^. ^ictci 

jeXJ:0-/^o>/>-J^^-C®ft$tt;fcC 1 — 6T/V^r/VSx 
C 2 - 6 r/V>$r::r/vS. 5 / m(Omm^ ; R^^'fi 

/K^m^. ^^nyvil^; B^lia) -V'R^'S (V 

tt-c (=0) -Sv -c (=0) o-S. -CH2O 
; R^'ri7K*J^^. C 1 - 1 8 T/V^/VS. C 2 
-6r/vy^/vS^) . b)-CH2NR^^R^°^S. -C 
ONR^'R"°'S^$r^i:>-ro ) "C^^^xS^k-a-i^dS. 

PAFfm^mt vxmmxhhzttm^^tixyf'^^. 
[0012] 

^v^t^i•r-<<»^.it^3^^^^T/^ofcfe:^. d) -c 

:^^tLS*fM'^j^:7ai^/v:?;/Vj}^>^r5 K^^(*:355S«lSr 
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[0 0 13] 



1) -m^ (I) 
lite] 



$r^^:>b. R^fi (1) Tk^Jl^. (2) Cl-ST/V 
=^/l^^s (3) ^/cfi (4) :7ai^/^^. 

-OCOR®^ (SI'. R^ttCl-'4r/V'=¥ywS^^t? 

■To ) *^t(i-CONR^R«g (^^5. R^*3J:O^R«r;i 

^tt-^ti^ll^br. TK^l^^^fcf^iC l~4r/i-^yv^ 
^^t^fo ) cov^-f^^>^)^X*gm$^^^c:C l'-4T/W:^/V 

[0014] R^fi;!K^il^^. C 1 8 T/l^^/l-m. y 

(R"'') (^4^. R^'^nyi^mm^. Cl--AT;\^^ 
^ zc^/vS-eg^$tufcC 1 — 4 T/v^/vm. C 
1 8 r/^=3 :^->:3t7/wjj?rL/w^:i fz.n,y zi^=^/^^m^m.^ 

^m^. 0 1—4 T/W^/WS. C 1 4 TA^^ 

v-Zl^g. C 1 — 8 r/^=i v^;^7/Pj3<:^/WS, 

-NR^R^S {m^. R'^^3J:t;5R«ftffriB^IMCl^ 
^^^t>^o ) ^fcf^-CONR'^R®^ (S^. R^it5 
J:aR^tig(Iiai:(^C3t*^^t>i-o ) nti 
1— 4<7>!lS:$rl^fc»b. 

[00 15] R®:}3j:U^R^°fi-^tL-i?tafi^bT. 
(1) tK^H^. (2) Cl--sr/v^;vm (fc^^cU 

r/v^/V'S=f»<7) 1 <@co- c u^-mti^ 1 <@<Desjix^^"c 
®#m^3orv^rt>J:v^ ) . O) -cor^^s 
R"(i7K®&S. c 1 8 r /i^^/wS. ci — sr/w 

^4r/V::3:3f-v^S^fcti-NR'^R^^S (^4^. R^^*3 

j:T/R'^fi^H^ti4feitur. TKi^m^. ci'-4r/U' 

«^$nfcCl-'4r/^:3j-/uS^^^t>-ro ) ^^:b 

■To ) . (4) ^m^m. (5) mmmm mm u) 
(om^mmiitLvmm (5) ayismn\tit^hsm<oc\ 

-^AT/l^^/i-^. C l~4r/^=3:^v'S. /^Nny^^i^ 

[0 0 16] (6) Tt^ii)'--iyiii)t>^hm}tfV^X>t 
^(Ornxm^^fltzC 1^8T/l-^/\^m. (i) -CO 
Rii^ (^ifi, R"flmilS^I^Clc*^^fc>-ro ) . (i 



i) C l'-4T/U=i^iyS. (iii)7K®^S. (iv) -O-i^ 
/^::^^^v'g, (v) i/r^v^yS. (vi) -NR^2Ri3g 
(S*. R^2*5j:UfR^3fi-?:ix-^ix3!bicUT. tK^M 
C l'-4T/W^/^S^fcJi-COOR'^^ 

R^*f:iC 1 —4 r/i-=^/^S^rc:f^-<:/v^/vS^^*> 

i-o ) ^^^:>i-o ) X (vii) mmmm. ^itmymm 

mmm mm (vii) (ommm^tc nmm (vi i i) (ommm 

Hld>e>3ffl(^C l-'4r/V^/VS. Cl'-4r/V=3=^ 

m^^nx\^^XhX\\ ) 

[0 0 17] R^^fi (1) TK^m^. (2) Cl-'4r 
/V^^/l^m. ( 3 ) :7 zc ::^/WS-Cg*$ iXfc 0 1—4 T/U 

=¥yV'S, (4) C l'--8r/^=i:^v>57/l-/}^^/l^S. 

(5) yzi^^/i^mxm^^thfcci-^4r/i-=^^->:fy/u 

^^:=^/l^m. *fcf* (6) tK^S. C l-'4T/l-='^i^ 

fiTK^m^^s c i'-8r/v:^-ywS^fcti-<:/v^/uS^^ 

tL-^nm:&b-c. Ti^m^^^fcnc i^AT/v^/vm^ 

3ia<^Cl~4T/^=¥/WS. C 1 '-'4r/^=i^->S. 
[0 0 18] 2) — JiS^ (I) -e:^^tl/5^3i^/^x^/W 

3) (I) X7ri^fh^y:r,:^jv::^/v^.>^r^ vm 

[0 0 19] >^^§gtc:^v^T^^. 4#(C^t^b/J^V^|S9^ 

/V =2 v-g:}o J: Of T /i- u >g ;c « a^c;^ ^ coio J: 
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[0 0 2 0] (I) R\ R^ R^ R\ R 

8 n 12 D 13 T3 14 T3l5 T3 16 n 17 n 18 

fiR\ R^ R^ R^°. R^^ R^^v R^\ R^®f»<0 

R^ R^ R^^ R^\ R^^{Cj:oT^iD$ix6C l~ 
8r/^^/l^^^fc^lR^ R^°. R^®4'(?5C 1 —ST/V 

^1^{*:-Cfcao (I) "4^. R^ R^°{^J:oT^ 

:/ntVK -^^-^/K --^^^/K :^ 

1^ ^/^S*3 J: :i o^ii^^^' CO ifflo - c Hg- 

7L\t. -SH. -CH^-SH. -CH2CH2-S-C 

[0 0 2 11 — «^ (I) t*'. R^lcJ:or^fc>^tbS 
C l'-4r/^:='^^/^^fc^±R^ R^^ R^\ R^^^ 

(I) R"(cJ:oT^i:>$ti'5C l~8T/W3=3^>> 

^i/^/Uj^^rv/. •^^v'/u:^^v'. 

[0 0 2 2] (I) R^ R^^ R^®{;ii:o 

1*^T-fe5o -iift^ a) 4*. R'^ R^«tt>OCl'-4 
[0 0 2 3] — SS:^ (I) R^ R^°:j3iO^R^^^i 

^ (I) R^ R^°^3<tU?R^^^com^^t}^. 1 
S^^Sr^t^i-o li@^fcfi2iSco^^lE^. Hl<^^ 



[0 0 2 4] MIBbyhli@*fcli2<@O^^M^. 

o^^j!i^^*5j:t//*fcfi 1 m<DmmM=^^^ts^'-^ i 

t^y^e^v, t'^y^v^:/. Tift*>'. v^Tift*:^. 

TTi>ly^ ^Ti^Ti^^/. ^TT-^t''>', ^Ti^T-^t' 

V, /K ^yy^'x -ry^yyv. :7i5^^i;? 

i-y^Vi^^. =^y=^1^y>'. =^-:^y'y>'x ■^:^y 

[0 0 2 5] itrlEUyc: li@*fc:fi2iS<^^^i^^. H@ 
<o®!^m^*5 J: x^y^ftn 1 <l<o?5gSmT'Sr-&tf 5-1 

y, if7>^yv. e^>^yi;?>^, t:*^ 

y v?:x, t^^^s^:/, -t" h^t Kn t^y ^i^^v, ^ 

t Kn-r y^ry— /K ^/i-JJ^ y f^;^-^/V7^ y 

>f>^Ky^^. >ry><>^Ky:/. v^t Ki3^>'y:7 7>'. 

Kd^ y^vyy'^:/. Ki3^>-y'^:^:7 3i 

t Kt3^y-<vy^;e-:7zi:X> -^^t K 

y y V. T^b^fc KD:^y yv, y^— t Ko^y y^^, 
i^fc Ki3>ry=^y y V. v^h^t Kn>f y^^y y^^. ^< 
— t Kc-r y^ry y i^t Kc3:7i$'^v?>', t 

^yv^v. -T^b^fc Kt3':^:7^y i^V, y-?— t Kn^^ 

^y v?^^. i^t Ki:i^y =¥-y-y 7" t Kn^y:^ 
■y-yv-. y^-t Kn=¥y=¥-y-y i^t K^^^-t-y^y 
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[0 0 2 6] (I) R^^joi;UJR^«^:6S. 

V. tf y i^i^. i^t Knt'y i^>'. -r h^fc Ktaif y 
Knr-^fc'^V^jiS^ff bix^o (I) tf'. X. Y 

^^tvxn. ^i^/y?^^. -<vy^:^:7 3iv, -f:/ 

[0 0 2 7] — (I) ^> R^{c:J;o-c^t?$tvS 

(I) tf'. R®*5j:tfR^°«a-r ^/^M«^^t>-t- 



[0 0 2 8] 

So (I) -C^$ti.S:*:B^>ft:'a-i^(i. 

y ^ h y r> (Dm. r/^:* y ±^^Ji 

[0 0 2 9] ( I ) 'X^yn^fL:^:^^mi\:,^m^. 

mt LTfi. mmm.. m\:.i^mm.m,. mmm.. y 
-^u^^mm. ^^>'^:^. j^^^^:^ 

^fc. (I) T-^$^^e>^s:^§g{t:'^i^*fcfi-eco 

So 

[0 0 3 0] —Wl"^ (I) '^^^tLS^tclgegYb'^i^Op 

■t,. Sf^uvMb-g-il^^t UTtt. (I -A) 

[^b9] 
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(IB) 



[0 14 4] mmmwt\^xm\^^^~'^^ (IV) . 

^ (V) ^tz}^-^^ (VI) x-^^tL^it^m^tti^ 
ioxx^^f^m (0llx.f^-^^ (in) -e^^*T.6>fb^ 

[0146] 

[0 14 7] (1) ^^^^-"^Ammrn^ 

[H®^^^] fc h:E^^J»j»«i^^ia (HNDF) cfcO 

i^S^tT.fc:/^-^^^'^— tfA (7/z 1) or^^-t-r^^-^ 

yyr-- (9 Om 1) ^le^lCl OmMCOp-r 7ai 
^/WTK^r-tT^— h (APMA) (10 m 1) trMPL 

T. 3 7t:TiNFrB^:/i^^>-=^^-<— vavu. mm^ 

^mtX^tLo -^^SS (M0CAc-Pro-Leu-Gly-A2Pr(Dnp)- 
Ala-Arg-NHg) (8 9 0/i 1 ; SJ^SSlS. 5m M) iSJ: 

^U^^cv^^fSe (1 0/1 1) ^3 7*t:-C5 5>r^:7^U'-f >^ 

^(7/xl/tube, 1 0 0 // 1 ) ^vljn^T. 3 7X:T*2 
y>^Ky'^yyr^ (2ml ; p H4. 0) ^^raX-Tg^*^ 



(E x = 3 2 8 nm^Em=3 9 3 nm) 
<t i !J gem Ufco Sg;^^^ 3 3 (C^-To 
[0148] 
[^97] 

^3 3 



I Ceo (/'M) 



2 




0. 


0 0 18 


2 


(3) 


0. 


0 0 3 1 


2 


(4) 


0. 


0 0 16 


2 


(6) 


0. 


0 0 7 4 


2 


(8) 


0. 


0 0 11 


3 




0. 


0 0 0 3 0 


3 


(3) 


0. 


0 0 0 4 0 


3 


(4) 


0. 


0 0 0 5 0 



C^^^-^] fc YlE^^mW^^m^ (HNDF) it) 

(5At 1) (DT y^-< ^"^v 
:7t— (1 0 5/i 1) ^t-lmg/nilCDhy:7">'>' 

(45/zl) J£r^;tT. 3 7t:*T?l5>[^:7^W^^^^^ 
-v^aVU. ^^^^miiUfCo -^cO^iC, 5mg/ 
m 1 <r>-K'M. V V T^i^i^lSllSlI (soybean trypsin inhibi 
tor) (SBT I ; 50m 1) ^SSJfJDUr. h V 
^^fBitVfZo -o^^S (Ac-Pro-Leu~Gly-[2-mercapto 
-4^ethyl-pentanoyl]-Leu-Gly-0Et) "(10 5 m 1 ; ^ 

Ji^igsi. 33mM) is^xm^<omm<D^mit^<omm 
h^\r^n^mit^m^mQVfj:\^^mm (20^1) ^2 

6ncT*5 5>^:7'U'-f >'^^-<— v'a^'bfCo ± 
IBT^iSSS ( 7 5 M 1 /tube. 5 0 m 1 ) 
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^M:tX^ 2 e'er*! O^m^l^^^^-'iy^^^l^fzo 

tbfc. ^lfe^2 (1) (Oit^m-i. 10 0m 

[0 15 0] 

[0 15 1] 

i-^c^-e. yzL»j^-?^. #iifl50^. 

10 15 2] (I) XTT^^fl^^mmit^^. t 

00mg<Of5ffl-C. 1 9 llHl;&^^^lHlSn^-^$tL535\ 
^fcfi^A— A^fcl?. limtcot, 1 mg;e)^e> 1 0 0 
mg(D^fflT\ 1 0 llHl:6^e^lHl#^S|P^^ (^if*U< 

[0 15 3] ;$:Big{k'^i^tr^^-r^B^lcfi, ilP^^ 



Kn ^i^-ifu y£j>v:^ ^/i^/i^n — >^ :7 ^ )> /jj if 

V^b. *fc2JeJl±<O^T*gc®UTV>T:t><fcV\ ^f^tC-^ 
[0 15 4] j^PS#<^fcie)0^^*^jm^i^fi. |g^J6^i- 

^^grf^^J (^X.f^. 3©S*. tC-^W^tt 

m(r>}^.bfmmn. -a-^j. m^^j. e^m^jst 

^^^bTv^T>b J:v\ MPlS^<^fc:a?><o-t<^<t&om^^^ 

^icOKit;^^!^. 'e?a;tf^7|eS4#fFm 2,868.691 -^isi 
Off^^S. 095, 355 -^tc:^U<iE®$tLTV^So 
[0 15 5] :*:^ig{Cj:S#^iSPiS-^cDfci?>OfiEM^Ji: 

^j^^^r^o i^^<omwm. mmmh\.x\%^ 

8 0 ^:e»5fc5o ^(r>^ofiim!^m\%. 

\z.viwm. MP?Ri> i^'mi. "if^wM m^L 

[0 15 6] 

mmm ^xr. ^nm^:^nmmm\z.^^x':imm^ 

v\ iJ^D^ ^^7:7-^-^c<t53^ffi^oMj^*3<tuJTLC- 
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[0 15 7] #%^J1 
N- (4-3— K:7inr^/W;^/U2}^::iyP) -D-r7^> 

Ut2l} 

[0 15 8] 4-B—V^l^^>':^^^^y^=^^^i^nVV 
(15. Ig) 7k?&T. D-r^ — t->^^/^:ii>^ 
(9.08g) Ol^yi^V (10 0ml) mm\C 

(n-^^i^>' : §^^^1^/1^= 3 : l-»2 : 1) 

xmmvs i^<om\^m^m^^mm^t^m (i4.3g) ^ 

T L C : R f 0. 65 (n -^^"^^ : §^®?:3i^y^= 1 : 
1) o 

[0 15 9] ##M2 
N- (4 -3— K:7ai^/U;^/W/}>;=iyV) -N— t-7^h 
^i/:3^7/^2^?::^/^-D-r • t '-zf'^/u=^:^y'/u 

Ut2 2] 

[0 16 0] N- (4-3— K7^c=:7l->^/^^:=^/^) - 
D-r^:^V' t (##0dl T^S^itb 
fCo ) (14g) . e^- t -y^/^£^;?7/Wi?^-h (8 
g) . 4- (i^;^f^/vr ^y) IfVi^l^ (50mg) *3 

j:T7r-fe h yyi- (34ml) ^^t^-e^-a^b. iNf 

n-x- hir^:7^— (n— ^^^l^^' : ft^:3^^/V=l 0 : 

1) T^^tssiu. »:<oi^«i^*^6SS^b'a'«b (17.1 
g) ^mtco 

T L C : R f 0. 39 (n — ^=¥1^:^ : m^^^/l^= 5 : 

1) o 

[0 16 1] ^jfe0?gi 

N- [4- (I- t—:fh^^:iJ/^^=^A — fV'K— 

-2--^^^) :7;nn/^>^/^3i^n>r^] — N-t-:/h^i^ 
[<k2 3] 




[0 16 2] 1.5MO t -ZT^/U]) J^<D^><^ :^ 

(8.8ml) ^^K^>rr-<>^->^y— /v-is^, n 

- t ->^K^->':«7/ix7}<^/W>'K— /V (2. 6lg) cot^ h 
7t:Kn:7^>' (2 0ml) ^li^tcjliTb. 1 ^F^mi^ 
Ufc. m^mc^ IMO^^blE^cOv^m^/i^oi— x/p (1 

•f 0t:{C/^-5*'T?*mU N- (4-3-K:7ain 

(2.05g) *5j:tF7" (M):7zc:=./V/}^>^:7>f 
>-) /^"^i^I^'A (4 6 2mg) ^Wi^^. OX:xmx,. ^ 

>-];:;J;'y/U^t3-^ (n— : Rg^^^i 

^/V=10 : 1-^5 : 1) -ei^SSlb. ^fecOi^^ffl^W-f 

hmmit^m (2.36g) ^#fCo 

[0163]TLC:Rf 0.34 (n '^1^>' : g^®! 

ai^/P=5 : 1) ; 

NMR (CD3OD) : 6 8. 21-8. 17(lH,n]), 8. 04 (2H, d, J= 
8.7Hz), 7.60-7.56(lH.in). 7. 57 (2H. d. J=8. 7Hz) , 7.42- 
7. 21 (3H, m), 5. 11 (IH, q, J=7. GHz), 1. 66(3H, d, J=7. OH 
z), 1.46(9H, s), L38(18H,s)o 

[0 16 4] mMm2 

N- [4- (2 — <>'Ky/W) :7ai:=:/W;^/P/}^n/^] - 
[^k2 4] 




CCX5H 



[0 16 5] N- [4- (1 - t 

— f>F— /v-2 — T/i-) >'^^/w;^/^a}^^/w] ~n- 

{mmm l -CSit U^o ) (2. a g ) M) :7/v 
:^ng^^ (10ml) ^m^t^ 3 0 ^^F^^^^ L 

^-r^mmit^i^ (i.07g) ^#/co 

[0166]TLC:Rf 0. 18 (^ an ^jVJ>. : :^ ^ 
J-'/V : 10:1:1) ; 

NMR (CD3OD) : 6 7.94(2H,d, J=8.8Hz), 7.88(2H, 
d,J=8;8Hz) . 7. 56(1H, br. d. J=7. 8Hz), 7. 41 (IH. br. d, J= 
8.0Hz), 7. 14(lH.td.J=7. 8.1.2Hz), 7. 02(1H, ddd, J=8. 

0. 7.8, L2Hz), 6.97(lH,br.s), 3. 94(1H, q, J=7. 2Hz), 

1. 33(3H.d. J=7. 2Hz)o 

[0 16 7] ^jfeM2 (1) -2 (19) 
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[0 16 8] 11%^ 2 (1) 

=i>rv] -D— r^— >^ 

Ut2 5l 



N — ^CCX)H 



/T 



[0169]TLC:Rf 0.20 {^xixi^.jVMs : ?^ ^ 
: mWt : 7K== 100:10:1:1) ; 
NMR (CD3OD) : 8 8. 55(2H,d, J=8. 6Hz), 8. 05(2H, 
d.J=8.6Hz), 7.8-7.7(2H,m), 7. 5-7. 4 (2H. m) . 4.01(1H, 
q, J=7. IHz) , 1. 36 (3H, d, J=7. IHz) « 

[0 17 0] mmm2 (2) 

[<l:2 6l 



^1 




"N*^COOH 
H 



[0171]TLC:Rf 0.22(^5^^313 Jfi/WA : ?t ^ 
/V:B^^:7k=100 : 1 0 : 1 : 1) ; 
NMR (CD3OD) : 6 8. 26 (2H, d, J=8. 3Hz) , 8. 1-8. 0 (4 
H,id), 7.6-7.45(2H,id), 4. 00(1H. q. J=7. 3Hz). 1.36(3H. 
d,J=7. 3Hz)p 

[0 17 2] mm^2 (3) 

N- [4- (2-^:/>^:7^^/w) :7ai^/i';:^/^;f;n 
C<L2 7] 




I0173lTLC:Rf 0.23 (^oc/J>/l^A : 
/—/V : 0 : 1 : 1) ; 



NMR (CD3OD) : 6 8.05(2H,d. J=8.8Hz). 7.93(2H, 
d,J=8.8Hz), 7.67-7.53(2H,m), 7.37(1H. s), 7.38-7.21 
(2H,m), 3.96(lH,q, J=7.2Hz), 1. 34(3H. d. J=7. 2Hz)o 
[0 174] mmm2 (4) 
N— [4- (2 — <l^^/^:sL-/u) -7 

U\:2S} 



"N'^COOH 
H 




[0175lTLC:Rf 0.27 {iS^uu^/VM : 
/—/^ : g^^==3 0:1:1) ; 

NMR (DMSO-dg) : 6 13. 20-11. 87(1H, br), 8.32-8. 
18(1H.id). 8.05-7.85(7H,m), 7. 47-7. 37 (2H, nO . 3.88- 
3.76(lH,m), 1.20(3H,d, J=7.0Hz)o 

[01761 mmm 2 ( 5 ) 



N- [4- (1 -y^/u-<>'X-f /W- 2~^ 

Ut2 9] 



COOH 



[0177]TLC:Rf 0.41(i5'r3n ;Jx/WA : ^ 
y — : JSm : 7K= 5 0:10:1:1) ; 
NMR (DJKO-de) : 5 8. 43(1H, d. J=8. 2Hz), 8.10(2 
H,d, J=8.6Hz), 8.03(2H,d, J=8.6Hz), 7.83(2H,m), 7.50 
(2H,in), 3.98(3H,s)» 3.89(lH,m), 1. 11 (3H, d, J=7. 3H 
z)o 

[0 17 81 mmm2 (e) 

N- [4- (5-;?<^yW^>'y':^:^1^y— 7W-2-^ 
[{b3 0] 




COOH 



- [0 1 74»f TLC : R f 0.43 {^xxn-^jVM. : ^ 
/—/I- : : 7K= 5 0:10:1:1) ; 
NMR (DMSO-dg) : 6 12. 78(1H, brs), 8.38(lH,d,J= 
8.6Hz). 8.33(2H.d. J=8.8Hz). 7. 97 (2H, d, J=8. 8Hz) , 7. 
68(lH.d.J=8.3Hz), 7. 63 (IH. d. J=l. 2Hz) . 7.27(lH,dd,J 
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=1. 2, 8. 3Hz) , 3. 85 (IH, dq, J=8. 6, 7. 3Hz) , 2. 45 (3H, s) , 
1. 19(3H,d, J=7.3Hz)o 

[0 18 0] mMm2 (7) 

[^L3 1] 



z). 3.89-3.71(lH,in), 2.44(3H. s). 1. 17 (3H, d, J=7. 2H 
z)o 

10 18 6] mM^2 (1 0) 
N- [4- (5-7«^/U^>'y^:^>'i:^>-2 — T/l^) 

[{b3 4l 





"j^'^COOH 



[01811 TLCiRf 0.43(iJ^t2cr 7}^/UA : 7^ 
: g^g? :7K= 50:10:1:1) ; 
NMR (DMSO-dg) : 6 12. 76(1H, brs), 8.38(lH,d,J= 
8.8Hz), 8.31(2H,d. J=8.6Hz), 7. 98 (2H, d. J=8. 6Hz) , 7. 
72(lH.d. J=8.8Hz), 7.64(1H. s), 7. 23 (IH. d. J=8. IHz) . 
3.83(lH,m), 2.48(3H,s), 7. 32 (3H, d, J=7. 3Hz) <, 

[0 18 2] mmm2 (s) 

N- [4- (5-;^^/V-^>'>':7^>'-2 — f/U) yzx. 
::^/V:^jU^:=./U'] — D — T^^i^ 
Ut3 2] 



N^^COOH 
H 




[0183]TLC:Rf 0.53(^na ^/VA :' ^ ^ 
: 10 0:10:1) ; 

NMR (DMSO-dg) : 6 8. 23(1H, br. d, J=8. 4Hz), 8.07 
(2H,d, J=8.4Hz), 7.87(2H,d, J=8.4Hz), 7.56(1H, s), 7. 
53 (IH, d, J=8. 4Hz) , 7. 48 (IH, br. s) , 7. 18 (IH, d, J=8. 4) , 

3. 89-3. 74 (IH, m) , 2. 40 (3H, s) , 1. 17 (3H. d, J=6. 8Hz)o 

[0 18 4] mmm2 o) 

N- [4- (6-;?^^/U^>yy9>'-2-4M y :x. 
[^b3 3] 




N^COOH 
H 



[ 0 1 8^¥ T L C : R f 0. 38 nnt^/VM. : p« 1$^ 
y—/l^:mWt=l 00:10:1) ; 
NMR (DMSO-de) : 6 8. 23 (IH, br. d, J=8. 4Hz) . 7.96 
(IH. br. s) , 7. 95 (2H, d, J=8. 8Hz) . 7. 88 (IH, d. J=8. 8Hz) , 
7.84(2H,d. J=8.8Hz), 7. 68(1H. br. s), 7. 23 (IH, dd, J= 
8. 8, 1. 4Hz) , 3. 88-3. 73 (IH, m) . 2. 42 (3H. s) , 1. 18 (3H. 
d. J=7.0Hz)o 

[0 18 8] 11:^^ 2(11) 
N- [4- 



(5-;^ h^W VK— /V- 

Utss} 




"N'^COOH 
H 



[ 0 1 §39? T L C : R f 0. 34 a D : ^ ^ 

/-/t-: g^^: 7K=5 0 : 1 0 : 1 : 1) : 



NMR (CD3OD) : 5 7.91(2H,d, J=8.1Hz), 7.87(2H, 
d, J=8. IHz) , 7. 18 (IH, d, J=8. 8Hz) , 7. 09 (IH, d, J=2. 6H 
z) , 6. 80 (IH, dd, J=2. 6, 8. 8Hz) , 3. 92 (IH, q, J=7. 3Hz) , 
3.81(3H,s), 1.32(3H,d)o 

[0 19 0] mmm2 (1 2) 

N- [4- (6-7« h=¥W>K--/^-2--Y/^) :73c 
[{b3 6l 




1 H 



[0 18 5] TLC : R f 0.40 (^ c i3/}>/VA-: " 
: 10 0:10:1) ; 

NMR (DMSO-dg) : 6 8. 30-8. 16(1H, m), 8.05(2H,d. 
J=8.4Hz), 7.86(2H.d, J=8.4Hz), 7. 57(1H. br. s), 7.57 
(lH.d,J=8.0Hz), 7.47(lH,br.s), 7. 12(1H, br. d. J=8. OH 



H3CO 




[0191]TLC:Rf 0.34(i5^ n nTjx/WA : ^ 
/ — : : 7K= 5 0:10:1:1) ; 
NMR (CD3OD) : 6 7. 75(4H. s). 7. 41 (IH, d, J=8. 8H 
z), 6.92(lH.d. J=2.4Hz), 6. 88(1H, brs), 6.69(lH,dd,J 
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=2-4.8.8Hz), 3.92(1H, q, J=7. 3Hz), 3. 83(3H, s). 1.31 
(3H, d, J=7.3Hz)o 
[0 19 2] 2(13) 

N- [4- (s-pf^yW^ K-~/^-2-'f/^) 
UtS 7] 




[ 0 1 9^f TLC:Rf 0.32 {^nu /Jx/V-A : ^ 
y-y^:g^§^:7K=50 : 1 0 : 1 : 1) ; 
NMR (CD3OD) : 6 7.89(2H,d, J=8.8Hz), 7.85(2H, 
d,J=8.8Hz), 7.32(lH,d. J=1.4Hz), 7. 27 (IH, d, J=8. 3H 
z), 6.97(lH,d, J=1.4,8.3Hz), 6. 87 (IH, brs) , 3.97(1H, 
q,J=7. 3Hz), 2. 39(3H,s), 1. 32(3H, d. J=7. 3Hz)o 

[0 19 4] 'mm2, (1 4) 



N- [4- (6-^^/^>f V-K— /I — 
HbS 8] 



r, N'^COOH 
^ -I H 




H3C 



C0195lTLC:Rf {^n vx^/VJ^ : ^ ^ 

y — : : 5 0 : 1 0 : 1 : 1 ) ; 

NMR (CD3OD) : 6 7.89(2H,d. J=8.8Hz), 7.85(2H. 
d. J=8. 8Hz) , 7. 42 (IH, d, J=8. IHz) . 7. 20 (IH. d, J=l. 2H 
z), 6.90(1H, s), 6.89(lH,dd, J=l. 2,8. IHz), 3.92(1H, 
q,J=7. IHz), 2.42(3H, s), 1. 32(3H, d, J=7. lHz)o 

[0 19 6] %mm 2(15) 

N- [4- (5-p< h:3e;>'-<>'>y:7^>'-2 — f/i-) :7 
[it;3 9l 



CCX)H 




[ 0 1 ya^y T L C : R f 0. 48 (iJ^ n ad^yVix : > >$r 
y — /U : : 7K = 5 0 - : 1 0 -r 1:1) ; - 
NMR (0)300) : 6 7.98(2H,d, J=8.8Hz), 7.90(2H, 
d,J=8.8Hz), 7.41(lH,d, J=9.0Hz). 7.28(lH,s), 7,11(1 
H. d. J=2. 4Hz) , 6. 91 (IH. dd, J=2. 4. 9. GHz) , 3. 94 (IH. q, J 
=7.3Hz). 3.83(3H.s), 1. 32(3H, d, J=7. 3H2)o 



[0 19 8] 2(16) 
N- [4- (2 — <>:/:^^'^V])A^) '7=^:^;l^y^/Vt^ 

[{1:4 0] 



COOH 



[0199]TLC:Rf 0.30 (^l2l33^^/vA : ^ 
y~y^:i^^=8 5 : 1 5 : 1) ; 
NMR (DMSO-de) : 5 8. 38 (2H. d, J=8. 8Hz) , 8.30(1 
H, t, J=6.2Hz), 8.02(2H,d, J=8.8Hz). 7. 92-7. 80 (2H. m) , 

7. 52-7. 43 (2H. m) . 3. 67 (2H. d. J=6. 2Hz) « 

[0 2 0 0] mmm2 (i ?) 

[4- (5-y^/u — <>'/y^:y-2 — f/w) y 

3i;=./k;^/W/}^n/P] — D — -fe y 

[ft:4 1] 




HgC 

[020 1] TLC : R f 



0.25 VLX2^/VJ^ 
: 10:1:1) ; 

NMR (DMSO-de) : 6 8. 12 (IH, d, J=8. 8Hz) , 8.06(2 
H,d. J=8.8Hz), 7.88(2H.d,8.8Hz), 7.56(lH.s). 7.53(1 
H. d, J=8. 6Hz) . 7. 48 (IH. br. s) . 7. 18 (IH. d, J=8. 6. 1. 4H 
z), 5. 20-4.80(lH,br.), 3. 81 (IH, dt, J=8. 8. 5. 2Hz). 3. 
52 (2H, br. t, J=5. 2Hz) , 2. 40 (3H, s) « 
[0 2 0 2] 2 (18) 

N~ [4- (5-y^/w — <iy-Jy=7iy-2->{/v) y 
:r.=^;vy.;v:^=-jU] — D — ^ 
(fl:4 2] 

^ ^r^COOH 



H3C 



[ 0 2 0 3 ] T L C : R f 0. 46 (iJ' T3 a 7J^/^A-: -y ^- 
/^:i^^=l 0:1:1) ; 
NMR (DfcBO-dg) : 6 12. 80(2H, br. ), 8.40-8.10(1 
H,br.), 8.06(2H.4J=8.8Hz), 7. 84 (2H. d, J=8. 8Hz) . 7. 
55(lH.s). 7.53(lH..d,J=8.2Hz). 7. 48(1H, br. s), 7.18 
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(lH,d, J=8.2Hz). 3.88-3.76(1H,id), 2.40(3H,s). 2.22 
(2H.t, J=7.0H2), 1.95-1. 57 (2H,in)o 
[0 2 0 4] mMm2 (1 9) 

[<t:4 3] 

H 




H 



[0205]TLC:Rf a58(i^ u a : ^ ^ 

/—/V : ft»= 10:1:1) ; 

N M R (DMSO-dg) : 6 10. 78 ( IH, br. s) . 7. 85 (2H, d, J 
=8.6H2), 7. 63(2H,d, J=8.6Hz), 7. 54(1H, d, J=8. 8Hz), 
7. 49 (2H, br. s) , 7. 33-7. 29 (IH, m) , 7. 22-7. 15 (2H, m) . 
7.07(lH.d, J=2.2Hz), 6. 98-6. 84 (2H, m) , 3. 96-3. 88 (IH, 
m), 3. ll-2.80(2H.m), 2.41(3H.s). 

[0 2 0 61 ^nmz 

N- (1 h^V- 1 , 1 

- [N- [4- (2— O^y^^^^/l-) ^7 3^-/1^;^/^^ 

[{k:4 4l 




"CONHO OC"3 



[0 2 0 7] N- (1 -7« V^^i^-l, 1 -v^^^y'Vp^ 
r^i^ (1 24m g) <ODMF (1ml) 
N- [4- (2 :7iii;^/U;^ 
yW/J>::i/^] -D-x^^:/ (1136^^2 (4) T-MitU 
fco ) (lOOmg) . HOBt-HzO (42m 
g) . EDC-HCl (53mg) . h y ^^/PT ^ 
(3 9ml) ^TT^mTMz.. ^WT 1 4^F^«^^bfCo 

m^^-r^mmit^ (7 0mg) 

T L C : R f 0. 17 (n — : g|^ji^/p= 2 : 

[0 2 0 8] mmm^ 

N-tKo:3f.i/- [N- [4- (2 — <>^:/^3ir^/^) 
[{b4 5] 




^N'^CONHOH 



[0209] N- (l->« V^i^-l, l-v?^^/W^ 
^>rw;^:^i^) - [N- [4- ( 2 —OV^f^^irL/W) :7 

■CKitb/Co ) (6 5mg) (Di^j^^^i^V- (3ml) ^ 
tttc. 4Njfi®?-i^::^:¥i^i^ (0.2ml) ^Mz,. 

-e3 0 5>F^^i^bfCo ^^^;:^T^. s^b. m^ixfc^^ 

(3 5mg) ^#:fco 

[0210lTLC:Rf 0.46(:^'t2C2 ^/WA : y ^ 
/l- : 10:1:1) ; 



NMR (DMSO-dg) : 6 10. 59(1H. br. s), 8. 84 (lH.br. 

s). 8. 14(lH,br.d, J=8. 2Hz), 8. 05-7. 84 (7H, m) , 7.46- 
7. 36(2H,m), 3. 68-3. 61 (IH, m), 1. 05(3H, d, J=7. 4Hz)o 

[0 2 11] mmms (d —3 (e) 

(8) . 



mm0i\2. 2 (1). 2 (3). 2 (6). 2 
2 (13) -eMiguyci^b'^^^ffiv^r. ##^3-*iiii 

[0212] mmms (d 

N-tKn:^->- [N- [4- (2 — TVKy/V) :7rn 

[^t:4 6] 



"N'^CONHOH 




[0213]TLC:Rf 0.14 (^nr333^/VA : ^ 
7W : : 7K= 100:10:1:1) ; 
NMR (CD3OD) : 6 7.95(2H,d, J=8.8Hz), 7.89(2H, 
d,J=8.8Hz), 7.56(lH,d, J=7.7Hz). 7.40(lH.m), 7.14(1 
H,in), 7.05(lH,m), 6. 98(1H, d. J=2Hz). 3. 77(1H, q, J=7. 
OHz). 1.21(3H, d, J=7.0Hz)o 

[0 2 14] mMmS (2) 

N-fcKn:^v-- [N- [4- (2 — ^>'y^:t^1^y^]) 
UtA7\ 
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1^1:5 01 



"N'^CONHOH 



[0 2 1 5] TLC : R f 0.41 {-^^nxi^/VJ^ : y ^ 
y -/^ : :7K=50:10:1:1) ; 
NMR (CD3OD) : 6 8.39(2H,d. J=8.8Hz). 8.04(2H. 
d,J=8.8H2), 7.74(2H.in), 7.44<2H,in), 3. 81(1H. q, J=7. 

OHz), 1.22(3H,d, J=7.0Hz)o 

[0 2 16] mmms o) 

N-fc Kn^i/- [N- [4~ (2-^>'>^:7 7^/^) 
Ut4S] 



CONHOH 




TLC : R f 0.21 (^nnsfi/PA : p^i?'/— : i^g^ 
= 10 0:10:1) ; 

NMR (DMSO-dg) : 6 10. 85-10. 13(1H, br. ), 9.08- 
8. 53 (IH, br. ) , 8. 09 (2H, d, J=8. 4Hz) , 7. 89 (2H, d. J=8. 4H 
z). 7. 73-7. 64(2H,m), 7. 64(1H, s), 7. 41-7. 25(2H, m). 
3. 70 (IH, q, J=7. OHz) , 1 . 04 (3H, d, J=7. OHz) o 

[0 2 17] mmms (4) 
N-tKn:^^- [N- [4- (5-y ^/l^--<W:^:3f. 

[{1:4 9] 



CONHOH 



[ 0 2^^ ]TLC:Rf 0.23(i5^nn ^jUM. : ;^ ^ 
y — /V' : mWt= 10 0:10:1) ; 




NMR (DMSO-dg) : 6 10. 60(1H, br. s). 8. 81(lH,br. 
s), 8.34(2H.d, J=8.6Hz), 8. 31(1H, d. J=8. OHz), 7.98(2 
H,d, J=8.6H2), 7.69(lH.d. J=8.4H2). 7. 64 (IH, br. s) . 
7. 28 (IH, dd, J=l. 8, 8. 4Hz) , 3. 73 (IH. dq, J=8. 0, 7. OHz) , 
2. 45 (3H.-S) , 1. 06 (3H. d. J=7. OHz) „ " 

[0 2 19] mmms (5) 
N-t Kn^rV- [N- [4- (5 - ^ ^f^/l-^iy^ y ^ 

K 




CONHOH 

H 



[ 0 5^0 J T L C : R f 0.29 n cr jJx/VA : ^ 
/ — /W : g^^= 10 0:10:1); 
NMR (DMSO-dg) : 6 10. 59(1H, br. s), 8.23(lH,br. 
s), 8. 14(lH,d. J=8.4Hz), 8. 07 (2H. d, J=8. 4H2) , 7.88(2 
H,d, J=8.4Hz), 7.55(1H, s), 7. 53 (IH, d, J=8. 6Hz) , 7.48 
(lH.br.s), 7. 18 (lH.dd,J=8. 6.1.4Hz). 3. 69(1H, td. J= 
7.2,8.4Hz), 2.40(3H.s), 1. 04(3H, d, J=7. 2Hz)o 

[0 2 2 1] ^lfe^3 (6) 
N-tKo^ix- [N- [4- (S-p^^/W^' K—/^ 
-2 — T/v) y 3:.=:^fv:;^jfVit-=^/\y\ -D-T^^/i^] T 
^ K 

[fbsi] 



"N'^CONHOH 
H 




(0222]TLC:Rf 0.42(i5^X3o /j^/VA : > ^ 
y — : i^®? : 7K= 5 0:10:1:1) ; 
NMR (CD3OD) : 6 7.92(2H, d, J=8.8Hz). 7.88(2H, 
d,J=8.8H2), 7. 33(1H. s). 7. 29(1H, d, J=8. 4Hz), 6.98(1 
H,dd.J=1.5,8.4Hz), 6. 89(1H. d. J=l. 5Hz). 3.77(lH.q.J 
=7. OHz). 2.39(3H. s), 1. 20(3H. d, J=7. OHz)o 

[0 2 2 3] mMmA 

N- [4- (2— O'V'^^^^/V) y :^=^)VysfV^=^ 
[>fk5 2l 



COOCH3 




[0 2 2 4] ##0«ll-t?D-T7^::/ • t-:/5^/W3i;j^ 
T. #%0!ii-^##^2-*^M^lT-^^ix5:^ifei:[^ 

[0225]TLC:Rf 0.47 (i^^3i^>rv ; n 

^1^>'=1 : 2) ; 

NMR (DMSO-de) : b 8. 43(1H, d. J=8. 4Hz), 8.1192 
H.d, J=8.4Hz). 7.87(2H,d, J=8.4Hz), 7.73(2H,id), 7.65 
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(lH,s). 7.41-7.25(2H,m), 3.93(lH,m), 3.42(3H, s), 
1. 18(3H,d, J=6.8Hz)o 

[0 2 2 6] mm^s 

N-P^^/I^-N- [4- (2-^>>^7^— :7;nc=. 
UtS 3] 




[0 2 2 7] N- [4- (2-^>>^>'7— /l-) 

^4-CJK3^UfCo ) (7 0 0mg) CODMF (5ml) 
mmi^. mm:^V^J^ (6 7 4mg) t3f;^t?^^/U 

(0.30ml) ^mk.. mm-csm^mni^tco m^^^ 
iik(Dmi^m^^'r^mmit^m (5 7 5mg) $r#fco 

[0228]TLC:Rf 0.59 (i^^:3i^/V : n 
: 2) ; 

NMR (CDCI3) : 6 7. 99(2H,d, J=8.8Hz), 7.88(2H. 
d,J=8.8Hz), 7.65-7.53(lH,m), 7. 57-7. 53(1H, m), 7.39 
-7.23(2H,in). 7. 18(lH,s). 4. 81 (IH, q, J=7. 4Hz). 3.55 
(3H,s), 2.89(3H, s), 1. 39(3H, d, J=7. 4Hz)o 

[0 2 2 9] mmms (1) 

N-^ h^v^^^/V- N- [4- (2-^>':/yy=^ 
[{b5 4] 



mtmm\mi^\^xi^(om^m^^i'^^mit^!^^n 

T L C : R f 0. 50 : n — >•^1^>'= 1 : 

2) ...... 

NMR (CDCI3) : 6 7.98(2H,d, J=9.2Hz), 7.91(2H, 
d,J=9.2Hz), 7.66-7.53(2H,m), 7. 39-7. 24 (2H, m) , 7.18 
(lH.d, J=1.0Hz), 4.95(lH,d, J=11.4Hz), 4. 87 (IH, d, J=l 
1.4Hz), 4.56(lH,q. J=7.2Hz), 3. 56(3H,s), 3.35(3H. 



s), 1.46(3H,d. J=7.2Hz)o 

[0 23 1] mMm6 




COOH 



[0 2 3 2] N-7«^/W-N- [4- (2 — 0-:/^^ 
y^T/\- mmm^XW^X^tio ) (SeOmg) (D^:^:^ 

^^ly (lomi) mm^. inym.i\:,'rv])^j^mm 
(2.25ml) tr^x.. mM'^i^mwL.t^o m^m^i 

^>'xm^\^^ ^(om\§M^^'r^mmit^m (4 6 4 

mg) ^#fCo 
[0233]TLC:Rf Q.Zii i^nn 2J^/^A : ^ ^ 
/ —)V= 10:1) ; 

NMR (DMSO-de) : 6 8. 11 (2H, d, J=8. 4Hz), 7.90(2 
H,d, J=8.4Hz). 7.73-7.65(3H.iii), 7. 42-7. 26 (2H, m) . 4. 
59(lH,q, J=7.4Hz), 2. 79(3H,s), 1. 20(3H, d, J=7. 4Hz)o 

[0 2 3 4] mMM^ (1) 
N-p« h^^^^P^^/V—N- [4- (2 — <l^:/y=7=^ 

[{b5 6l 




[0 2 3 51 mmm 5(1) r*«it ufc^b-g^^^^vN 

ll:^M6r-^^ns;^&tl^^ic^f^L.r^?:(OiKH4 

T L C : R f 0,2% {^nu , :^ ^ J — /V= 1 

0:1); 

NMR (DMSO-dg) : 6 8. 10(2H, d. J=8. 4Hz), 7.94(2 
H,d, J=8.4Hz). 7.31-7.65(3H,in), 7. 42-7. 26 (2H, m) , 4. 
44(lH,q, J=7.4Hz), 3.20(3H,s), 1. 32(3^ d. J=7. 4Hz)o 
~ [0-2-3 6] %m^7-l (1) " 
lll£056. 6(1) TMjtUfc^b-a^ig^^^V^T. 

3 -*^j^0tl 3 $ H 6 l^«{c^f^ \.X^<om'^ 

[0 23 7] nmmi 
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N-fc Kn:^iy- [N-p«^/^-N- [4- (2-^:^ 
Ut5 7] 




CONHOH 



102381 TLC:Rf 0.49 (^uu:t-/VJ^ : :^ ^ 
/V-^ 10:1) ; 
NMR (DMSO-dg) : 6 10. 73(1H, br. s), 8.89(lH,br. 
s), 8. 12(2H,d,J=8.4Hz), 7. 88(2H, d, J=8. 4Hz), 7.74- 
7.65(2H.m), 7. 68(1H, s), 7. 42-7. 25 (2H, m) , 4.39(1H, 
q.J=7. OHz), 2.86(3H, s), 1. 04(3H, d, J=7. OHz)o 

[0 2 3 9] W^mi (1) 
N-b Kn:3f.iy- [N-^ h [4- 

[ib5 8l 




[0240]TLC:Rf 0.49 (i^^ata/M/VA : ^ 
/W= 10:1) ; 
NMR (DMSO-de) : 6 10. 60(1H, br. s), 8-89(lH,br. 
s), 8. 10(2H,d.J=8.4Hz). 7. 93(2H, d. J=8. 4Hz), 7.74- 
7.64(2H,in), 7.67(lH,s). 7. 42-7. 25 (2H, m) , 5.04(1H, 
d,J=11.0Hz), 4.89(lH,d, J=11.0Hz), 4. 23 (IH, q, J=7. 4H 
z) . 3. 22 (3H. s) . 1. 23 (3H. d. J=7. 4Hz)o 

[0 2 4 1] ^ife^8--8 (1) 

[0 2 4 2] Illfe^8 

[4- (5-;^^>'^-<>'>^:^'^i^y^— yu— 2--f 

[fbS 9] 




[0243lTLC:Rf 0.43 a a ^^/V-.Zx : ^ 
y — : g^l& : 7K= 5 0:10:1:1) ; 
NMR (DMSO-de) : 5 12. 78 (IH, brs) , 8. 38(lH,d,J= 
8.6Hz), 8.33(2H,d, J=8.8Hz), 7. 97 (2H, d, J=8, 8Hz) , 7. 
68(lH,d, J=8.3Hz). 7. 63(1H. d, J=l. 2Hz). 7.27(lH,dd.J 
=1. 2, 8. 3Hz) . 3. 85 (IH. dq, J=8. 6. 7. 3Hz> , 2. 45 (3H. s) , 
1. 19(3H,d, J=7.3Hz)o 

[0 2 4 4] ^mmS (1) 
N- [4- (2 — <l^:/y'7=^J'^) y :sL=^fV7.fV^:=. 

[{ke 0] 




[0245lTLC:Rf 0.23 xlxjl-^/VJ^ : 
y—Zl^: 1^^=3 0 : 1 : 1) ; 

NMR (CD3OD) : 6 8.05(2H,d, J=8.8Hz), 7.93(2H. 

d,J=8.8Hz), 7.67-7.53(2H,m), 7. 37(1H. s), 7.38-7.21 
(2H.m), 3.96(1H, q. J=7. 2Hz), 1. 34(3H, d. J=7. 2Hz)o 

[0 2 4 6] mMm^-^ (1) 

8(1) x^mm.\^fz.\\L^m^m\^-c^ 

[0 2 4 7] ^:SS^9 
N-tKn:^i^- [N- [4~ (5-p(^/W'-<>^y':^=3E- 

[{b6 1] 

[0 2*^8] TLC : R f 0.23 (^J^uo/Jn/VA : 
: g^^= 10 0:10:1) ; 
NMR (DMSO-dg) : 6 10. 60(1H, br. s), 8.81(lH,br. 
s), 8.34(2H,d, J=8.6Hz). 8. 31(1H, d. J=8. OHz). 7.98(2 
H, d, J=8. 6Hz) , 7. 69 (IH, d, J=8. 4Hz) , 7. 64 (IH, br. s) , 
7. 28 (IH, dd, J=l . 8, 8. 4Hz) , 3. 73 (IH, dq, J=8. 0, 7. OHz) , 
2-45(3H,s), 1.06(3H.d,J=7.0Hz)o 

[0 24 9] mMm9 (1) 
N— fcKa^v— [N- [4- (2 — <l^yy'7='/\-) 

lite 2] 
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8. 53 (IH, br. ) , 8. 09 (2H, d, J=8. 4Hz) , 7. 89 (2H, d, J=8. 4H 
^*S*^JL 7.73-7.64(2H.id), 7.64(1H.s), 7. 41-7. 25(2H, m). 

Ij'''^^ "N CONHOH 3.70(lH,q,J=7.0Hz). 1. 04(3H, d, J=7. OHz)o 

jPy^'^ [0 2 5 1] 

[0250]TLC:Rf 0.21 (i? n p tJ^/PA : ^ J^TO#fi£;^^^lfe(C<i: *9 jlii-^^ bfc^^T^UT. 

J—?\^ : 10 0:10:1) ; 5 0 m g ^fi&<*^55^*:-&«*"r5^J 1 0 O^^#fco 

NMR (DMSO-de) : 8 10. 85-10. 13(1H, br. ), 9.08- 

•N- [4- {2-^l^y^^=^M :7 3i:=i/W;^/Vj^^/^] — D — T7^>' 

5.0g 

• ;?7/i-7KarV>^/W-fe/Pt2~;;^^/i.v'.^A (M^^J) 0.2g 

• ;^7^r y >'^-^i5^^vi>A (tSit^j) o.ig 

4.7g 

[0 2 5 2] mmm2 ^^^mL.. ir>^Zf/V^2 0ms<O^i^^^'^^'r^ 

•N- [4- (2 — <:y-^^zi^z=./U) y zsl=^;V:^.;V:^=:-/V] — D-T^^V 

2.0g 

• '^ly^LY^;^ 2 0g 

•ISStK 5 0 0ml 



(51) Int. CI.® 

A 6 1 K 31/415 
31/42 
31/425 
C 0 7 D 209/20 
235/06 
263/56 
277/66 
307/79 
333/60 
403/12 
405/12 
409/12 
413/12 
417/12 
// CO 7M 7:00 



AC S 
ADF 
ACK 



2 0 9 

2 0 9 

2 0 9 

2 0 9 

2 0 9 



F I 

A6 IK 



CO 7D 



31/415 
31/42 
31/425 
209/20 
235/06 
263/56 
277/66 
307/79 
333/60 
403/12 
405/12 
409/12 
413/12 
417/12 



AC S 
ADF 
ACK 



2 0 9 

2 0 9 

2 0 9 

2 0 9 

2 0 9 
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